Long-term Suppression of Multidrug-Resistant Cytomegalovirus Retinitis With Systemically Administered Leflunomide
Cytomegalovirus (CMV) infection continues to affect outcomes in transplant recipients. Typical CMV antivirals, including ganciclovir sodium and its oral prodrug valganciclovir hydrochloride, foscarnet sodium, and cidofovir, are DNA polymerase inhibitors. Resistance of CMV to this class of drugs is an ongoing challenge. Alternative CMV antivirals include leflunomide and cytomegalovirus immunoglobulin. [1] [2] [3] We report the follow-up of a renal transplant recipient who developed bilateral ganciclovir-resistant CMV retinitis that has been treated with leflunomide since July 2004.
4
Report of a Case | In March 2002, a 43-year-old CMV IgGnegative woman underwent cadaveric renal transplantation from a CMV IgG-positive donor. Despite valganciclovir prophylaxis, she developed CMV viremia with retinitis. She was placed on treatment doses of valganciclovir and was stable for 14 months. At month 18 following transplantation, she developed bilateral uveitis and reactivation CMV retinitis.
She was referred to the infectious diseases clinic at the University of Colorado and was initially treated with intravenous ganciclovir and CMV immunoglobulin. Intravenous foscarnet, oral valganciclovir, and weekly CMV immunoglobulin were initiated, with remission of the retinitis. Subsequent reactivation retinitis was treated with ganciclovir implantation 5 without response. Weekly bilateral intraocular foscarnet injections were successful in the right eye only. Genotyping of the CMV showed UL97 and UL54 mutations, indicating resistance to ganciclovir, foscarnet, and cidofovir. The patient was placed on oral leflunomide, 20 mg/d, with persistent CMV retinitis in the left eye. The leflunomide dosage was increased to 40 mg/d, and fomivirsen sodium injections were administered in the left eye and continued weekly intravitreal foscarnet injections were administered in the right eye. Random serum and vitreous leflunomide levels were measured, at 24.2 and 4.1 μg/mL, respectively. She ultimately responded to leflunomide, 60 mg/d, with no further progression of CMV retinitis.
Weekly intravitreal foscarnet injections into her right eye and intravenous CMV immunoglobulin continued until May 2006, with resolution of retinitis. The leflunomide dosage was decreased to 40 mg/d. She underwent an uneventful cataract extraction in the right eye.
In September 2006, the patient presented with ocular inflammation that manifested as anterior chamber reaction and Leflunomide has demonstrated activity against CMV 2,3 and is also an immunosuppressive agent that may prevent solidorgan rejection. 7 Leflunomide inhibits viral nucleocapsid and tegument development, suggesting that it is unlikely to share cross-resistance with DNA polymerase antivirals. 2 Adverse reactions to leflunomide include hepatotoxic effects and immunosuppression. 4 Our patient has tolerated this drug well with no reactivation of CMV retinitis for a 7-year period. The Table provides details of her clinical course. Leflunomide monitoring is essential owing to significant variation in the terminal half-life of the active metabolite (A77 1726). 4 Recommended serum levels range from 25 ng/mL to 80 μg/mL.
